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Mitochondrial DNA

Description 

Mitochondria are structures within cells that convert the energy from food into a form 
that cells can use. Each cell contains hundreds to thousands of mitochondria, which are 
located in the fluid that surrounds the nucleus (the cytoplasm). Although most DNA is 
packaged in chromosomes within the nucleus, mitochondria also have a small amount 
of their own DNA. This genetic material is known as mitochondrial DNA or mtDNA. In 
humans, mitochondrial DNA spans about 16,500 DNA building blocks (base pairs), 
representing a small fraction of the total DNA in cells.

Mitochondrial DNA contains 37 genes, all of which are essential for normal 
mitochondrial function. Thirteen of these genes provide instructions for making enzymes 
involved in oxidative phosphorylation. Oxidative phosphorylation is a process that uses 
oxygen and simple sugars to create adenosine triphosphate (ATP), the cell's main 
energy source. The remaining genes provide instructions for making molecules called 
transfer RNA (tRNA) and ribosomal RNA (rRNA), which are chemical cousins of DNA. 
These types of RNA help assemble protein building blocks (amino acids) into 
functioning proteins.

Health Conditions Related to Chromosomal Changes 

The following chromosomal conditions are associated with changes in the structure or 
number of copies of mitochondrial dna. 

Age-related hearing loss 

Changes in mitochondrial DNA are among the best-studied genetic factors associated 
with age-related hearing loss. This form of hearing loss develops with age and can 
begin as early as a person's thirties or forties. It typically affects both ears and worsens 
gradually over time, making it difficult to understand speech and hear other sounds. 
This condition results from a combination of genetic, environmental, and lifestyle factors,
 many of which have not been identified.

As people age, mitochondrial DNA accumulates damaging mutations, including 
deletions and other changes. This damage results from a buildup of harmful molecules 
called reactive oxygen species, which are byproducts of energy production in 
mitochondria. Mitochondrial DNA is especially vulnerable because it has a limited ability 
to repair itself. As a result, reactive oxygen species easily damage mitochondrial DNA, 
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causing cells to malfunction and ultimately to die. Cells that have high energy demands, 
such as those in the inner ear that are critical for hearing, are particularly sensitive to 
the effects of mitochondrial DNA damage. This damage can irreversibly alter the 
function of the inner ear, leading to hearing loss. 

Cyclic vomiting syndrome 

Some cases of cyclic vomiting syndrome, particularly those that begin in childhood, may 
be related to changes in mitochondrial DNA. This disorder causes recurrent episodes of 
nausea, vomiting, and tiredness (lethargy). Some of the genetic changes alter single 
DNA building blocks (nucleotides), whereas others rearrange larger segments of 
mitochondrial DNA. These changes likely impair the ability of mitochondria to produce 
energy. Researchers speculate that the impaired mitochondria may affect certain cells 
of the autonomic nervous system, which is the part of the nervous system that controls 
involuntary body functions such as heart rate, blood pressure, and digestion. However, 
it remains unclear how these changes could cause the recurrent episodes characteristic 
of cyclic vomiting syndrome. 

Cytochrome c oxidase deficiency 

Mutations in at least three mitochondrial genes can cause cytochrome c oxidase 
deficiency, which is a condition that can affect several parts of the body, including the 
muscles used for movement (skeletal muscles), the heart, the brain, or the liver.

The mitochondrial genes associated with cytochrome c oxidase deficiency provide 
instructions for making proteins that are part of a large enzyme group (complex) called 
cytochrome c oxidase (also known as complex IV). Cytochrome c oxidase is 
responsible for the last step in oxidative phosphorylation before the generation of ATP. 
The mtDNA mutations that cause this condition alter the proteins that make up 
cytochrome c oxidase. As a result, cytochrome c oxidase cannot function. A lack of 
functional cytochrome c oxidase disrupts oxidative phosphorylation, causing a decrease 
in ATP production. Researchers believe that impaired oxidative phosphorylation can 
lead to cell death in tissues that require large amounts of energy, such as the brain, 
muscles, and heart. Cell death in these and other sensitive tissues likely contribute to 
the features of cytochrome c oxidase deficiency. 

Kearns-Sayre syndrome 

Most people with Kearns-Sayre syndrome have a single, large deletion of mitochondrial 
DNA. The deletions range from 1,000 to 10,000 nucleotides, and the most common 
deletion is 4,997 nucleotides. Kearns-Sayre syndrome primarily affects the eyes, 
causing weakness of the eye muscles (ophthalmoplegia) and breakdown of the light-
sensing tissue at the back of the eye (retinopathy). The mitochondrial DNA deletions 
result in the loss of genes that produce proteins required for oxidative phosphorylation, 
causing a decrease in cellular energy production. Researchers have not determined 
how these deletions lead to the specific signs and symptoms of Kearns-Sayre syndrome,
 although the features of the condition are probably related to a lack of cellular energy. It 
has been suggested that eyes are commonly affected by mitochondrial defects because 
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they are especially dependent on mitochondria for energy. 

Leber hereditary optic neuropathy 

Mutations in four mitochondrial genes, MT-ND1, MT-ND4, MT-ND4L, and MT-ND6, 
have been identified in people with Leber hereditary optic neuropathy. These genes 
provide instructions for making proteins that are part of a large enzyme complex. This 
enzyme, known as complex I, is necessary for oxidative phosphorylation. The mutations 
responsible for Leber hereditary optic neuropathy change single amino acids in these 
proteins, which may affect the generation of ATP within mitochondria. However, it 
remains unclear why the effects of these mutations are often limited to the nerve that 
relays visual information from the eye to the brain (the optic nerve). Additional genetic 
and environmental factors probably contribute to vision loss and the other medical 
problems associated with Leber hereditary optic neuropathy. 

Leigh syndrome 

Mutations in one of several different mitochondrial genes can cause Leigh syndrome, 
which is a progressive brain disorder that usually appears in infancy or early childhood. 
Affected children may experience delayed development, muscle weakness, problems 
with movement, or difficulty breathing.

Some of the genes associated with Leigh syndrome provide instructions for making 
proteins that are part of the large enzyme complexes necessary for oxidative 
phosphorylation. For example, the most commonly mutated mitochondrial gene in Leigh 
syndrome, MT-ATP6, provides instructions for a protein that makes up one part of 
complex V, an important enzyme in oxidative phosphorylation that generates ATP in the 
mitochondria. The other genes provide instructions for making tRNA molecules, which 
are essential for protein production within mitochondria. Many of these proteins play an 
important role in oxidative phosphorylation. The mitochondrial gene mutations that 
cause Leigh syndrome impair oxidative phosphorylation. Although the mechanism is 
unclear, it is thought that impaired oxidative phosphorylation can lead to cell death in 
sensitive tissues, which may cause the signs and symptoms of Leigh syndrome. 

Maternally inherited diabetes and deafness 

Mutations in at least three mitochondrial genes, MT-TL1, MT-TK, and MT-TE, can 
cause mitochondrial diabetes and deafness (MIDD). People with this condition have 
diabetes and sometimes hearing loss, particularly of high tones. The MT-TL1, MT-TK, 
and MT-TE genes provide instructions for making tRNA molecules, which are essential 
for protein production within mitochondria. In certain cells in the pancreas (beta cells), 
mitochondria help monitor blood sugar levels. In response to high levels of sugar, 
mitochondria help trigger the release of a hormone called insulin, which controls blood 
sugar levels. The MT-TL1, MT-TK, and MT-TE gene mutations associated with MIDD 
slow protein production in mitochondria and impair their function. Researchers believe 
that the disruption of mitochondrial function lessens the mitochondria's ability to help 
trigger insulin release. In people with MIDD, diabetes results when the beta cells do not 
produce enough insulin to regulate blood sugar effectively. Researchers have not 
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determined how mutations in these genes lead to hearing loss. 

Mitochondrial complex III deficiency 

Mutations in the MT-CYB gene found in mitochondrial DNA can cause mitochondrial 
complex III deficiency. When caused by mutations in this gene, the condition is usually 
characterized by muscle weakness (myopathy) and pain, especially during exercise (
exercise intolerance). More severely affected individuals may have problems with other 
body systems, including the liver, kidneys, heart, and brain.

The MT-CYB gene provides instructions for making a protein called cytochrome b. This 
protein is one component of complex III, one of several complexes that carry out 
oxidative phosphorylation. Most MT-CYB gene mutations involved in mitochondrial 
complex III deficiency change single amino acids in the cytochrome b protein or lead to 
an abnormally short protein. These cytochrome b alterations impair the formation of 
complex III, severely reducing the complex's activity and oxidative phosphorylation. 
Damage to the skeletal muscles or other tissues and organs caused by the lack of 
cellular energy leads to the features of mitochondrial complex III deficiency. 

Mitochondrial encephalomyopathy, lactic acidosis, and stroke-like episodes 

Mutations in at least five mitochondrial genes, MT-ND1, MT-ND5, MT-TH, MT-TL1, and 
MT-TV, can cause the characteristic features of mitochondrial encephalomyopathy, 
lactic acidosis, and stroke-like episodes (MELAS). Some of these genes provide 
instructions for making proteins that are part of a large enzyme complex, called complex 
I, that is necessary for oxidative phosphorylation. The other genes provide instructions 
for making tRNA molecules, which are essential for protein production within 
mitochondria.

One particular mutation in the MT-TL1 gene causes more than 80 percent of all cases 
of MELAS. This mutation, written as A3243G, replaces the nucleotide adenine with the 
nucleotide guanine at position 3243 in the MT-TL1 gene.

The mutations that cause MELAS impair the ability of mitochondria to make proteins, 
use oxygen, and produce energy. Researchers have not determined how changes in 
mitochondrial DNA lead to the specific signs and symptoms of MELAS. They continue 
to investigate the effects of mitochondrial gene mutations in different tissues, particularly 
in the brain. 

Myoclonic epilepsy with ragged-red fibers 

Mutations in at least four mitochondrial genes, MT-TK, MT-TL1, MT-TH, and MT-TS1, 
can cause the signs and symptoms of myoclonic epilepsy with ragged-red fibers (
MERRF). These genes provide instructions for making tRNA molecules, which are 
essential for protein production within mitochondria.

One particular mutation in the MT-TK gene causes more than 80 percent of all cases of 
MERRF. This mutation, written as A8344G, replaces the nucleotide adenine with the 
nucleotide guanine at position 8344 in the MT-TK gene.
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Mutations in the MT-TK, MT-TL1, MT-TH, and MT-TS1 genes impair the ability of 
mitochondria to make proteins, use oxygen, and produce energy. It remains unclear 
how mutations in these genes lead to the muscle problems and neurological features of 
MERRF. 

Neuropathy, ataxia, and retinitis pigmentosa 

Mutations in one mitochondrial gene, MT-ATP6, have been found in people with 
neuropathy, ataxia, and retinitis pigmentosa (NARP). The MT-ATP6 gene provides 
instructions for making a protein that is essential for normal mitochondrial function. This 
protein forms one part (subunit) of an enzyme called ATP synthase. This enzyme, which 
is also known as complex V, is responsible for the last step of oxidative phosphorylation,
 in which a molecule called adenosine diphosphate (ADP) is converted to ATP. 
Mutations in the MT-ATP6 gene alter the structure or function of ATP synthase, 
reducing the ability of mitochondria to make ATP. It is unclear how this disruption in 
mitochondrial energy production leads to muscle weakness, vision loss, and the other 
specific features of NARP. 

Nonsyndromic hearing loss 

Mutations in mitochondrial DNA are associated with nonsyndromic hearing loss, which 
is loss of hearing that is not associated with other signs and symptoms. These 
mutations can occur in at least two mitochondrial genes: MT-RNR1 and MT-TS1.

The MT-RNR1 gene provides instructions for making a type of ribosomal RNA called 
12S RNA. This molecule helps assemble protein building blocks known as amino acids 
into functioning proteins that carry out oxidative phosphorylation within mitochondria. 
Mutations in this gene increase the risk of hearing loss, particularly in people who take 
prescription antibiotic medications called aminoglycosides. These antibiotics are 
typically used to treat life-threatening and chronic bacterial infections such as 
tuberculosis. Aminoglycosides kill bacteria by binding to their ribosomal RNA and 
disrupting the bacteria's ability to make proteins. Common genetic changes in the MT-
RNR1 gene can make the 12S RNA in human cells look similar to bacterial ribosomal 
RNA. As a result, aminoglycosides can target the altered 12S RNA just as they target 
bacterial ribosomal RNA. The antibiotic easily binds to the abnormal 12S RNA, which 
impairs the ability of mitochondria to produce proteins needed for oxidative 
phosphorylation. Researchers believe that this unintended effect of aminoglycosides 
may reduce the amount of ATP produced in mitochondria, increase the production of 
harmful byproducts, and eventually cause the cell to self-destruct (undergo apoptosis).

The MT-TS1 gene provides instructions for making a form of tRNA designated as 
tRNASer(UCN). This molecule helps assemble amino acids into full-length, functioning 
proteins. Most MT-TS1 gene mutations likely disrupt the normal production of the 
tRNASer(UCN) molecule or alter its structure. As a result, less tRNASer(UCN) is available to 
assemble proteins within mitochondria. These changes reduce the production of 
proteins needed for oxidative phosphorylation, which may impair the ability of 
mitochondria to make ATP.

https://medlineplus.gov/genetics/gene/mt-atp6/
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Researchers have not determined why the effects of mutations in these genes are 
usually limited to cells in the inner ear that are essential for hearing. Other genetic or 
environmental factors likely play a role in the signs and symptoms associated with these 
mutations. 

Pearson syndrome 

As in Kearns-Sayre syndrome (described above), deletion of mitochondrial DNA causes 
Pearson syndrome. This severe condition affects the development of blood cells and 
the function of the pancreas and other organs; it is often fatal in infancy or early 
childhood. The size and location of mitochondrial DNA deletions vary, usually ranging 
from 1,000 to 10,000 nucleotides. About 20 percent of affected individuals have a 
deletion of 4,997 nucleotides; this genetic change is also common in Kearns-Sayre 
syndrome. Loss of mitochondrial DNA impairs oxidative phosphorylation, which reduces 
the energy available to cells. However, it is unknown how mitochondrial DNA deletions 
lead to the specific signs and symptoms of Pearson syndrome.

It is not clear why the same deletion can result in different signs and symptoms. 
Researchers suggest that the tissues in which the mitochondrial DNA deletions are 
found determine which features develop. Some individuals with Pearson syndrome who 
survive past early childhood develop signs and symptoms of Kearns-Sayre syndrome 
later in life. 

Progressive external ophthalmoplegia 

Mitochondrial DNA deletion or mutation can be involved in an eye condition called 
progressive external ophthalmoplegia. This disorder weakens the muscles that control 
eye movement and causes the eyelids to droop (ptosis). Some people with progressive 
external ophthalmoplegia have a single large deletion of mitochondrial DNA. The most 
common deletion is 4,997 nucleotides, as in Kearns-Sayre syndrome (described above).
 Other people with the condition have a mutation in the mitochondrial gene MT-TL1. 
This gene provides instructions for making a specific tRNA called tRNALeu(UUR). This tRNA 
is found only in mitochondria and is important in assembling the proteins that carry out 
oxidative phosphorylation.

The A3243G mutation (described above), which is the same genetic change that has 
been associated with MELAS, is a relatively common cause of progressive external 
ophthalmoplegia. It is unclear how the same MT-TL1 gene mutation can result in 
different signs and symptoms. Mutations in the MT-TL1 gene impair the ability of 
mitochondria to make proteins, use oxygen, and produce energy, although researchers 
have not determined how these mutations lead to the specific signs and symptoms of 
progressive external ophthalmoplegia. 

Cancers 

Mitochondrial DNA is prone to somatic mutations, which are a type of noninherited 
mutation. Somatic mutations occur in the DNA of certain cells during a person's lifetime 
and typically are not passed to future generations. There is limited evidence linking 
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somatic mutations in mitochondrial DNA with certain cancers, including breast, colon, 
stomach, liver, and kidney tumors. These mutations might also be associated with 
cancer of blood-forming tissue (leukemia) and cancer of immune system cells (
lymphoma).

It is possible that somatic mutations in mitochondrial DNA increase the production of 
reactive oxygen species. These molecules damage mitochondrial DNA, causing a 
buildup of additional somatic mutations. Researchers are investigating how these 
mutations could be related to uncontrolled cell division and the growth of cancerous 
tumors. 

Other disorders 

Inherited changes in mitochondrial DNA can cause problems with growth, development, 
and function of the body's systems. These mutations disrupt the mitochondria's ability to 
generate energy for the cell efficiently. Conditions caused by mutations in mitochondrial 
DNA often involve multiple organ systems. The effects of these conditions are most 
pronounced in organs and tissues with high energy requirements (such as the heart, 
brain, and muscles). Although the health consequences of inherited mitochondrial DNA 
mutations vary widely, some frequently observed features include muscle weakness 
and wasting, movement problems, diabetes, kidney failure, heart disease, loss of 
intellectual functions (dementia), hearing loss, and abnormalities involving the eyes and 
vision.

Most of the body's cells contain thousands of mitochondria, each with one or more 
copies of mitochondrial DNA. These cells can have a mix of mitochondria containing 
mutated and unmutated DNA (heteroplasmy). The severity of many mitochondrial 
disorders is thought to be associated with the percentage of mitochondria with a 
particular genetic change.

A buildup of somatic mutations in mitochondrial DNA has been associated with an 
increased risk of certain age-related disorders such as heart disease, Alzheimer 
disease, and Parkinson disease. Additionally, research suggests that the progressive 
accumulation of these mutations over a person's lifetime may play a role in the normal 
aging process.

Additional Information & Resources 

Additional NIH Resources 
 
• National Human Genome Research Institute: Chromosome Abnormalities (https://w

ww.genome.gov/about-genomics/fact-sheets/Chromosome-Abnormalities-Fact-Shee
t) 
 

Scientific Articles on PubMed 
 
• PubMed (https://pubmed.ncbi.nlm.nih.gov/?term=%28DNA,+Mitochondrial%5BMAJ

R%5D%29+AND+%28%28mitochondria%5BTI%5D%29+OR+%28mitochondrion%5

https://www.genome.gov/about-genomics/fact-sheets/Chromosome-Abnormalities-Fact-Sheet
https://pubmed.ncbi.nlm.nih.gov/?term=%28DNA,+Mitochondrial%5BMAJR%5D%29+AND+%28%28mitochondria%5BTI%5D%29+OR+%28mitochondrion%5BTI%5D%29+OR+%28mtDNA%5BTI%5D%29%29+AND+english%5Bla%5D+AND+human%5Bmh%5D+AND+%22last+720+days%22%5Bdp%5D
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BTI%5D%29+OR+%28mtDNA%5BTI%5D%29%29+AND+english%5Bla%5D+AND+h
uman%5Bmh%5D+AND+%22last+720+days%22%5Bdp%5D) 

References 
 
• Boles RG, Adams K, Li BU. Maternal inheritance in cyclic vomiting syndrome. AmJ 

Med Genet A. 2005 Feb 15;133A(1):71-7. doi: 10.1002/ajmg.a.30524. Citation on 
PubMed (https://pubmed.ncbi.nlm.nih.gov/15643622) 

• Bottger EC, Schacht J. The mitochondrion: a perpetrator of acquired hearingloss. 
Hear Res. 2013 Sep;303:12-9. doi: 10.1016/j.heares.2013.01.006. Epub 2013Jan 27.
 Citation on PubMed (https://pubmed.ncbi.nlm.nih.gov/23361190) or Free article on 
PubMed Central (https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3681877/) 

• Chinnery PF. Primary Mitochondrial Disorders Overview. 2000 Jun 8 [updated2021 
Jul 29]. In: Adam MP, Everman DB, Mirzaa GM, Pagon RA, Wallace SE, Bean LJH,
Gripp KW, Amemiya A, editors. GeneReviews(R) [Internet]. Seattle (WA):University 
of Washington, Seattle; 1993-2023. Available fromhttp://www.ncbi.nlm.nih.gov/books/
NBK1224/ Citation on PubMed (https://pubmed.ncbi.nlm.nih.gov/20301403) 

• Deschauer M, Muller T, Wieser T, Schulte-Mattler W, Kornhuber M, Zierz S.Hearing 
impairment is common in various phenotypes of the mitochondrial DNAA3243G 
mutation. Arch Neurol. 2001 Nov;58(11):1885-8. doi:10.1001/archneur.58.11.1885. 
Citation on PubMed (https://pubmed.ncbi.nlm.nih.gov/11708999) 

• Dimauro S, Davidzon G. Mitochondrial DNA and disease. Ann Med.2005;37(3):222-
32. doi: 10.1080/07853890510007368. Citation on PubMed (https://pubmed.ncbi.nlm
.nih.gov/16019721) 

• Finsterer J, Harbo HF, Baets J, Van Broeckhoven C, Di Donato S, Fontaine B, 
DeJonghe P, Lossos A, Lynch T, Mariotti C, Schols L, Spinazzola A, Szolnoki Z,
Tabrizi SJ, Tallaksen CM, Zeviani M, Burgunder JM, Gasser T; European 
Federationof Neurological Sciences. EFNS guidelines on the molecular diagnosis 
ofmitochondrial disorders. Eur J Neurol. 2009 Dec;16(12):1255-64. doi:10.1111/j.
1468-1331.2009.02811.x. Citation on PubMed (https://pubmed.ncbi.nlm.nih.gov/199
50421) 

• Fischel-Ghodsian N, Kopke RD, Ge X. Mitochondrial dysfunction in hearing loss.
Mitochondrion. 2004 Sep;4(5-6):675-94. doi: 10.1016/j.mito.2004.07.040. Epub 
2004Nov 6. Citation on PubMed (https://pubmed.ncbi.nlm.nih.gov/16120424) 

• Gil Borlado MC, Moreno Lastres D, Gonzalez Hoyuela M, Moran M, Blazquez A,
Pello R, Marin Buera L, Gabaldon T, Garcia Penas JJ, Martin MA, Arenas J, 
UgaldeC. Impact of the mitochondrial genetic background in complex III deficiency. 
PLoSOne. 2010 Sep 17;5(9):e12801. doi: 10.1371/journal.pone.0012801. Citation 
on PubMed (https://pubmed.ncbi.nlm.nih.gov/20862300) or Free article on PubMed 
Central (https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2941448/) 

• Guan MX. Molecular pathogenetic mechanism of maternally inherited deafness.Ann 
N Y Acad Sci. 2004 Apr;1011:259-71. doi: 10.1007/978-3-662-41088-2_25. Citation 
on PubMed (https://pubmed.ncbi.nlm.nih.gov/15126302) 

• Kang D, Hamasaki N. Alterations of mitochondrial DNA in common diseases 

https://pubmed.ncbi.nlm.nih.gov/15643622
https://pubmed.ncbi.nlm.nih.gov/15643622
https://pubmed.ncbi.nlm.nih.gov/23361190
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3681877/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3681877/
https://pubmed.ncbi.nlm.nih.gov/20301403
https://pubmed.ncbi.nlm.nih.gov/11708999
https://pubmed.ncbi.nlm.nih.gov/16019721
https://pubmed.ncbi.nlm.nih.gov/19950421
https://pubmed.ncbi.nlm.nih.gov/16120424
https://pubmed.ncbi.nlm.nih.gov/20862300
https://pubmed.ncbi.nlm.nih.gov/20862300
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2941448/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2941448/
https://pubmed.ncbi.nlm.nih.gov/15126302
https://pubmed.ncbi.nlm.nih.gov/15126302


Reprinted from MedlinePlus Genetics (https://medlineplus.gov/genetics/) 9

anddisease states: aging, neurodegeneration, heart failure, diabetes, and cancer.Curr Med 
Chem. 2005;12(4):429-41. doi: 10.2174/0929867053363081. Citation on PubMed (ht
tps://pubmed.ncbi.nlm.nih.gov/15720251) 

• Koga Y, Akita Y, Takane N, Sato Y, Kato H. Heterogeneous presentation inA3243G 
mutation in the mitochondrial tRNA(Leu(UUR)) gene. Arch Dis Child. 2000May;82(5):
407-11. doi: 10.1136/adc.82.5.407. Citation on PubMed (https://pubmed.ncbi.nlm.nih
.gov/10799437) or Free article on PubMed Central (https://www.ncbi.nlm.nih.gov/pm
c/articles/PMC1718342/) 

• McFarland R, Taylor RW, Turnbull DM. The neurology of mitochondrial DNAdisease.
 Lancet Neurol. 2002 Oct;1(6):343-51. doi: 10.1016/s1474-4422(02)00159-x. 
Citation on PubMed (https://pubmed.ncbi.nlm.nih.gov/12849395) 

• McKenzie M, Liolitsa D, Hanna MG. Mitochondrial disease: mutations 
andmechanisms. Neurochem Res. 2004 Mar;29(3):589-600. doi:10.1023/b:nere.
0000014829.42364.dd. Citation on PubMed (https://pubmed.ncbi.nlm.nih.gov/15038
606) 

• Melone MA, Tessa A, Petrini S, Lus G, Sampaolo S, di Fede G, Santorelli FM,
Cotrufo R. Revelation of a new mitochondrial DNA mutation (G12147A) in aMELAS/
MERFF phenotype. Arch Neurol. 2004 Feb;61(2):269-72. doi:10.1001/archneur.61.2.
269. Citation on PubMed (https://pubmed.ncbi.nlm.nih.gov/14967777) 

• Moraes CT, Ciacci F, Bonilla E, Jansen C, Hirano M, Rao N, Lovelace RE,Rowland 
LP, Schon EA, DiMauro S. Two novel pathogenic mitochondrial DNA 
mutationsaffecting organelle number and protein synthesis. Is the tRNA(Leu(UUR)) 
gene anetiologic hot spot? J Clin Invest. 1993 Dec;92(6):2906-15. doi:10.1172/
JCI116913. Citation on PubMed (https://pubmed.ncbi.nlm.nih.gov/8254046) or Free 
article on PubMed Central (https://www.ncbi.nlm.nih.gov/pmc/articles/PMC288494/) 

• Penta JS, Johnson FM, Wachsman JT, Copeland WC. Mitochondrial DNA in 
humanmalignancy. Mutat Res. 2001 May;488(2):119-33. doi:10.1016/s1383-5742(
01)00053-9. Citation on PubMed (https://pubmed.ncbi.nlm.nih.gov/11344040) 

• Porteous WK, James AM, Sheard PW, Porteous CM, Packer MA, Hyslop SJ, 
MeltonJV, Pang CY, Wei YH, Murphy MP. Bioenergetic consequences of 
accumulating thecommon 4977-bp mitochondrial DNA deletion. Eur J Biochem. 
1998 Oct1;257(1):192-201. doi: 10.1046/j.1432-1327.1998.2570192.x. Citation on 
PubMed (https://pubmed.ncbi.nlm.nih.gov/9799119) 

• Pulkes T, Liolitsa D, Eunson LH, Rose M, Nelson IP, Rahman S, Poulton J,
Marchington DR, Landon DN, Debono AG, Morgan-Hughes JA, Hanna MG. New 
phenotypicdiversity associated with the mitochondrial tRNA(SerUCN) gene mutation.
Neuromuscul Disord. 2005 May;15(5):364-71. doi: 10.1016/j.nmd.2005.01.006. 
Citation on PubMed (https://pubmed.ncbi.nlm.nih.gov/15833431) 

• Rotig A, Bourgeron T, Chretien D, Rustin P, Munnich A. Spectrum ofmitochondrial 
DNA rearrangements in the Pearson marrow-pancreas syndrome. Hum MolGenet. 
1995 Aug;4(8):1327-30. doi: 10.1093/hmg/4.8.1327. Citation on PubMed (https://pub
med.ncbi.nlm.nih.gov/7581370) 

• Sadikovic B, Wang J, El-Hattab AW, Landsverk M, Douglas G, Brundage EK,
Craigen WJ, Schmitt ES, Wong LJ. Sequence homology at the breakpoint and 

https://pubmed.ncbi.nlm.nih.gov/15720251
https://pubmed.ncbi.nlm.nih.gov/10799437
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1718342/
https://pubmed.ncbi.nlm.nih.gov/12849395
https://pubmed.ncbi.nlm.nih.gov/15038606
https://pubmed.ncbi.nlm.nih.gov/14967777
https://pubmed.ncbi.nlm.nih.gov/8254046
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC288494/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC288494/
https://pubmed.ncbi.nlm.nih.gov/11344040
https://pubmed.ncbi.nlm.nih.gov/9799119
https://pubmed.ncbi.nlm.nih.gov/9799119
https://pubmed.ncbi.nlm.nih.gov/15833431
https://pubmed.ncbi.nlm.nih.gov/7581370


Reprinted from MedlinePlus Genetics (https://medlineplus.gov/genetics/) 10

clinicalphenotype of mitochondrial DNA deletion syndromes. PLoS One. 2010 Dec20;5(12):
e15687. doi: 10.1371/journal.pone.0015687. Erratum In: PLoS One. 2017Nov 20;12 (
11):e0188610. Citation on PubMed (https://pubmed.ncbi.nlm.nih.gov/21187929) or 
Free article on PubMed Central (https://www.ncbi.nlm.nih.gov/pmc/articles/PMC300
4954/) 

• Sano M, Ozawa M, Shiota S, Momose Y, Uchigata M, Goto Y. The T-C(8356)
mitochondrial DNA mutation in a Japanese family. J Neurol. 1996 Jun;243(6):441-4.
doi: 10.1007/BF00900496. Citation on PubMed (https://pubmed.ncbi.nlm.nih.gov/88
03815) 

• Schroder R, Vielhaber S, Wiedemann FR, Kornblum C, Papassotiropoulos A, 
BroichP, Zierz S, Elger CE, Reichmann H, Seibel P, Klockgether T, Kunz WS. New 
insightsinto the metabolic consequences of large-scale mtDNA deletions: a 
quantitativeanalysis of biochemical, morphological, and genetic findings in human 
skeletalmuscle. J Neuropathol Exp Neurol. 2000 May;59(5):353-60. doi:10.1093/jnen/
59.5.353. Citation on PubMed (https://pubmed.ncbi.nlm.nih.gov/10888364) 

• Serra G, Piccinnu R, Tondi M, Muntoni F, Zeviani M, Mastropaolo C. Clinicaland 
EEG findings in eleven patients affected by mitochondrial encephalomyopathywith 
MERRF-MELAS overlap. Brain Dev. 1996 May-Jun;18(3):185-91. doi:10.1016/0387-
7604(95)00147-6. Citation on PubMed (https://pubmed.ncbi.nlm.nih.gov/8836498) 

• Taylor RW, Turnbull DM. Mitochondrial DNA mutations in human disease. Nat 
RevGenet. 2005 May;6(5):389-402. doi: 10.1038/nrg1606. Citation on PubMed (http
s://pubmed.ncbi.nlm.nih.gov/15861210) or Free article on PubMed Central (https://w
ww.ncbi.nlm.nih.gov/pmc/articles/PMC1762815/) 

• Thorburn DR, Rahman J, Rahman S. Mitochondrial DNA-Associated Leigh 
Syndromeand NARP. 2003 Oct 30 [updated 2017 Sep 28]. In: Adam MP, Everman 
DB, Mirzaa GM,Pagon RA, Wallace SE, Bean LJH, Gripp KW, Amemiya A, editors.
GeneReviews(R) [Internet]. Seattle (WA): University of Washington,Seattle; 1993-
2023. Available from http://www.ncbi.nlm.nih.gov/books/NBK1173/ Citation on 
PubMed (https://pubmed.ncbi.nlm.nih.gov/20301352) 

• Uziel G, Moroni I, Lamantea E, Fratta GM, Ciceri E, Carrara F, Zeviani M.
Mitochondrial disease associated with the T8993G mutation of the 
mitochondrialATPase 6 gene: a clinical, biochemical, and molecular study in six 
families. JNeurol Neurosurg Psychiatry. 1997 Jul;63(1):16-22. doi: 10.1136/jnnp.63.1.
16. Citation on PubMed (https://pubmed.ncbi.nlm.nih.gov/9221962) or Free article 
on PubMed Central (https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2169628/) 

• Van Camp G, Smith RJ. Maternally inherited hearing impairment. Clin Genet.2000 
Jun;57(6):409-14. doi: 10.1034/j.1399-0004.2000.570601.x. Citation on PubMed (htt
ps://pubmed.ncbi.nlm.nih.gov/10905659) 

• van den Ouweland JM, Lemkes HH, Ruitenbeek W, Sandkuijl LA, de Vijlder MF,
Struyvenberg PA, van de Kamp JJ, Maassen JA. Mutation in mitochondrialtRNA(Leu)
(UUR) gene in a large pedigree with maternally transmitted type IIdiabetes mellitus 
and deafness. Nat Genet. 1992 Aug;1(5):368-71. doi:10.1038/ng0892-368. Citation 
on PubMed (https://pubmed.ncbi.nlm.nih.gov/1284550) 

• Wallace DC. Mitochondrial diseases in man and mouse. Science. 1999 Mar5;283(
5407):1482-8. doi: 10.1126/science.283.5407.1482. Citation on PubMed (https://pub

https://pubmed.ncbi.nlm.nih.gov/21187929
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3004954/
https://pubmed.ncbi.nlm.nih.gov/8803815
https://pubmed.ncbi.nlm.nih.gov/10888364
https://pubmed.ncbi.nlm.nih.gov/8836498
https://pubmed.ncbi.nlm.nih.gov/15861210
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1762815/
https://pubmed.ncbi.nlm.nih.gov/20301352
https://pubmed.ncbi.nlm.nih.gov/20301352
https://pubmed.ncbi.nlm.nih.gov/9221962
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2169628/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2169628/
https://pubmed.ncbi.nlm.nih.gov/10905659
https://pubmed.ncbi.nlm.nih.gov/1284550
https://pubmed.ncbi.nlm.nih.gov/1284550
https://pubmed.ncbi.nlm.nih.gov/10066162


Reprinted from MedlinePlus Genetics (https://medlineplus.gov/genetics/) 11

med.ncbi.nlm.nih.gov/10066162) 

• Wang Q, Ito M, Adams K, Li BU, Klopstock T, Maslim A, Higashimoto T, Herzog J,
Boles RG. Mitochondrial DNA control region sequence variation in 
migraineheadache and cyclic vomiting syndrome. Am J Med Genet A. 2004 Nov 15;
131(1):50-8.doi: 10.1002/ajmg.a.30323. Citation on PubMed (https://pubmed.ncbi.nl
m.nih.gov/15368478) 

• Yamashita S, Nishino I, Nonaka I, Goto YI. Genotype and phenotype analyses 
in136 patients with single large-scale mitochondrial DNA deletions. J Hum Genet.
2008;53(7):598. doi: 10.1007/s10038-008-0289-8. Epub 2008 Apr 15. Citation on 
PubMed (https://pubmed.ncbi.nlm.nih.gov/18414780) 
                             

Last updated June 1, 2018

https://pubmed.ncbi.nlm.nih.gov/15368478
https://pubmed.ncbi.nlm.nih.gov/18414780
https://pubmed.ncbi.nlm.nih.gov/18414780

